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#:{£l£$rr£t^T©fc©£#tfo 0d;lfc£* — if, ir 

^9 3-- if, 7^7-if, V if, ^;io5^-if*£fc«fc5 

Hfft&g^ «&4feK:J;S#*JEJfc«& (09*.tf, #|;lfc£> -feU 

^#I^UT±f3#m ; £ilS^m«^4'T^ffl$i3-^ C £ fC «fc 0 S»T£ £ t: 

^i&MjtJia, &«H&*fc, #mu5t^> ffi*t/&M 

^>XU >»*fe«-r >XU>^©^HSr#-5^S©^fflX«^ffl©^D c & 
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<h/^ftl&*lTV*3 (Rubin C. S. £>* J. Biol. Chem. , 
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tscai, *ut;au mmm, &mm. mmm. m&m* mmm. mnm^mxx. 
mommt'r&z-t&'vg&o &tc. mmmizmmtsLmw&mMz&^xmvtL 
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wmm. m&&w, u)Vk&u r-^nu 
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4 24, P 2 7 7-2 8 4 (2 0 0 3^) ) , *^©^>X'J >i^J§t 



12 



WO 2004/014407 PCT/JP2003/009978 



, yv^y^xijpxft, T*nzi, A>gi, &AJi, ^^1, ^ tf— 
fittfffei!) > ttJfeillXfl (pjmtt^, T/u-S&iliu it^^ 

) , ^&JJPX.& (AA, ^l/XAA> y~fe-S?fc£) , zK£«i& ( 

A, y— *>^*fflS, ftWimXfl, TKMte, ■0<tmizE) , ¥L§a.a ( 
IgC*sf¥L ^U-A, H-^WK A*-, ^-X, Di9L, t&fL T^X^U-A 
, m-«IIAlxa K-Xbi, i^tAi, IftttMt. *» 

> ®fm^, xmmuz) , y;io-;nm (b#$@, fas, «7>r>. 



13 



WO 2004/014407 




PCT/JP2003/009978 



E) , teig • • nm^ta <*mr, %v—. ^omo&mm 

at'A;®^ > ^^iffi (HP^iSm, BPJg#l/-. -r>x 

^>h^-b- f&^j.-;*, gp^sfcnifh ms^^i5p> mm 

m&&m, mmmfrz-^tez) > ft**® cr***«, 8n»a§u 

^>y>tM\ hvK ^#>, v*>, trv-77)V-y. * 

t!-^>, *a.#U, -f>y>, x>h*#, h^n 

<teO. 0 0 0 0 11I%^±, £D£f2;b<te0. 0 0 0 1-1011%, 35 
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ifcDO. 001mg~10g/kg, ^$L<«0. lmg~lg/kgt^ 

SES^-osstft^frs*^ *»w©*»^©w*», mfc^ o. oi 

~ l o om*%T&£o 

znzo&wiz&^x. *tit^fct^«iii«i> ^M^rao, 
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mft<DM3zmn£.m&\sit&* ^(Dm<Dmn\z-£t>\zmnM&Tz>ztxno z\ 
<* mmzmcTm&mfe-rnu&^tf, o. o o i~i smmxom^mM 

Z??, -Y^r, ^ZPs 7^t&E<Dm^. T^X, 9yK ^)V^v 

^ >x^j >m^m^mT^^m\zmm^n^mmm^Ji^^/vXf3:^mn 

9M^(D^mm\zMm±m^mm-r^>zt\z^K) , mm. mmmm, ^ 

tubvmn. *mmm^j3m\z^tsnz> 0 

T&ztibxg&o m&tf)v^-xm>?)&frfemMti'xn, t&fBW^^© 
t)©T^oTt)«fc<, &tc. mmmi&!&ft%^&ni&y>)x$>'oxh&^ e mm? 

\zmm»smtsim<Dj&ft (m^>xu>^ fcEtm&is. ±tzfemM&fru 
^mm^mmyjmzmcxm^mm^n^umommizmm-rnit^o mm? 
)iu-7>T&K>&&umm\z&tf%mmm?Mfr<D^mfe, mm?)vu-^x> 

t>n&2>&5?3:mLX%>ti\£&<. mzmm-zn&hoxufc^o m$bj&ft<D^ 
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snsfctfrrrtefc^. WM^OtfittT^ ^J^H 0. 01-1001 

mmft4tmmm\*s ^n^fDrnm^M-r^mmx^mm^^ smx 
, ttr5zE<o-r >x u >x u >js«r®&w&#3 iioi&ifflx^fi 

froTfcSttfcmfc&n&V*. fctA«jHPS#a)»^ t->^a\ -fen ux« 
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(1) Tv^A (Ange lica Keiskei) Mffi&mffi&l&WL. ffl 
^<t^#bfct><0 lOgCIO OmLflD^ppjfrJkk&iD*., 0#F*1I& 

ft)VJ±mmm&'£rt)1*:X. d-^ U -XAjJ? W-^-Tiffi tit, tt0«&2 

(2) ausm- (i) d n^j^iHi^St i o o mL ©x^ y -;v 

&m%Q&2. 5 mL O^^^W '> H CjSilT7'>^/tS / - 

, ^pp>fc;W»fci&#U '>U*^DTh*ffl^T»Bl/fc. KTfc*©**!^ 
OViT^-To v-U jtl^HCttBW- 3 0 0 S P (*±^U S/Ttt&tiM : 1 0 0 
mL) &m^fto &nu>fc)V& (5 0 0mL) , 9 P P2jv)kk : 7 — ;W 
fijfc, IWKH) = 1 0 0:1 (3 0 OmL) > i^X^V (2 0 OmL) <D 

Jlifc^m^ffofeo }&ffi?&telli#l (2 8 OmL) , Mtt 2 (2 0 OmL) , Pi 
#3 (2 8 OmL) , (2 4 OmL) <Z>JHfc#PK 0JRU ^n^tlMffi 
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1 -4S#fc. 

(i) nBj»«iaa^©^«2» 

Miia^©Miittii©Rub i n C. S. 5©;£i££-SRfc&bT 
tTofeo 2 0 0 MM7^3JVH>^tfl oxv^mviJkm OFt/nth®) 
f^M^nW-^i (i/^m D 6 0 4 6) (OTA-D-ME 
M@M) ^MIEHiJteM^3T3-L 1 (ATCC CCL-92. 1).£4X 
1 0 3 i/mLttS.t^tlil, 1 2^^D^5'- , 7'l/-b(D'?iJP 
fc2mLr^£n^T5%MM#X#£T, 3 7tT7 0f^*tfc, 2, 

>^t?A-D-MEM^(c^m^ mmmo. i%f&z>&?\zmmmi- 

(1) Ti^MbfeT->^/^^nn^;i/Attm®^fe^v^^M^ll - (2) T 

mm^rcTi^^^m^ y—)vmmm^^nuvrc 0 tz&MVkttm£isX4 u 1 

©5mg/mH>XU> ? AM rt&M) tK^^JP©^^. ^14*fM 
«hbT7K^P©K^Sr^L,feo ^^mSDm4 5StFI©^TA-D-MEM 
igiffifc^U &V3L)V\Z4n 1 <aT5/^A^{S#DO:fc;l/A*fiffiH:ft&£V*teT 
->^A^SX^y— ;VtfittJH^> itW^tt2 m 1 ©5mg/mL^>X'J > 
7K», liHfeftM£bT7K£«lU -2t>\Z7 BmmmVfco 2, 401 

\z%1&%&mv. ^(D^^7x.)UZ. 4ul 1 ©X^A^notf^A&milhfr 
&3V^7->#A«X^/— ;Wfiffi®£\ ltt^Ii:lT2tf 105mg/mL 
-T>XU>7K^^ ^14*fM<hUT7K&^ilPb7c:o 

( 2 ) hU^U-fe'JH £-&j£McE>giJ£ 
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DjgU #5nfc2mLO±»*WieBl/fc. tfcJR*l o On \Mv?un 
J-MzMffiQk^ HIlO/zl HJ^U-feU HOiShU^Ut^ 

FG-tX h mytttt&SM* code 276-69801) SfflV^J&U 

^UtU (Mg/mL) i&^t. 

7 5mg/mL ~> U 7 A#Hi:7 9 # a > 3 W% 1 0 . 8 2 5mg/ 
itUT4w l(D5mg/mL<>XU>«iiD©^^ iWitbT 

C <D^, 7Ki»E# £ Jttt b T 5/ U * * V Aftm 7 9 # ~> a > 3 & ck U 
^->a >3^«fc^>U**7A^iB7 7^'>3>4^JJgtt&^fla^?>'fb:il^ffl 
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iJif'Jt'JF4^i in g/mL) S^t, 

(1) ^JBIIr«BIfiCDilS 
^3RllBl»«IBJfi^©^t:«l^tt^©Rub i n C. S. BBBfcS 

) ^t^K73^^f-mil (~>^*fc«, D6 0 4 6) H3T3-L1 
Mm (ATCC CCL-9 2. 1) 54X10 3 fi/mLi:^ct;^l«U 

ftT, 3 7t:T7 0f^ibfc. 7Bit, 2 0 0 /iM7X3;Hf>», 0. 2 

. 5mM 3-fV^H-^^U->?> (t*7-ffX^m 196 
2 4-44) fc^trl OKtfS'll&JBJfofl! (^^3ttS) ^t^JKyaijScA'f- 
Mi2mLl:SItfc. 4 5P#M«K2 0 0 ^M7X3JH£>^5 m g 
/m L -f > X U > 1 0 % £ isM l M Jfcfif^W 5/3*^- £OH&tfJ 2 

x# D&*4e»fiua ©if«tbT, *m>xu >i^otfitb 

8 0 2 2) ^^;V^^3^c^-f-^;i/lt«feT2[Hl$ffl^ ; &^#bfc^ ^XJV 
^-n^n^M^O. 0 2 5%, 0. 0 0 8 %<Z>y^A*&#nn*;|/AtttBiB# 
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it> MXiflit (14 0mM NaCl, 5mM KC 1 > 2. 5mM 
MgS0 4 , ImM CaCl 2 , 2 OmM HEPES-Na (pH 7 

. 4) ) t 2iEiM£$:f£L^ ^jLMztn^n^mmo. 025%, 0. 0 

a**sx^ / —)v^mm^^^)v^)v^^ ^^m^^m^m 0 . 9 m 
L*mmv. 3 7W7 5ftmmmvtc 0 ccD^m&ttmtvx, 45^» 

^y7>V>&mnVtcKft&WifeVfeo t<D'&. 0. 5/iCi/mL 2-^rt 
3^>- [1, 2 — 3 H (N) ] 7. (A-^>XJVT-7^7U , ^X> 

7.%M> NET 5 4 9A) , ImM 2 -f^'>^3- X (^"77 7^fX^ 
%t». 1 0 7 2 2 - 1 1) M^XlWl 0 0 {i LSttl, £Sfc3 7 

«^3OTISS:^m, l%y^fybP-4 0^t'J>tII®iO. 5 m 

L&mim^mm&mm-r&zt-v, mm^\zmK>^nrc2 ci. 

2 — 3 H (N) ] XS^tBb7io -tffi 2 5 jti 1 Sffl^TAQU a s o 

!_ 2 (/^-^>x;V7— 7U--rx>^*fci4, 6NE 9 5 2 9) £^>3=- 
l/—>3 >*^f;i/tUTt^>7 ; l/->'3 >^r7>^-L S 6 5 0 0 (^y 

mmz2-^^r^ ci, 2- 3 h (n) ] -^3-*fl*0&#©te3iaut.& 

3I3tt, 8$«!K:«-tf->yOl'£, IlilC2-T^>' [1, 2- 3 H (N) ] -if 
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(dpm) ^TTsi'o 

Sl:tbT#j§i3 0mLK«fc5*Sffi^£2|SiB&9Mbfco 7kffitHte6 
TD-^U-X/\*#l/-*-T?l*f bfc, fcHfitjfc, 7K»mi^^O^T«l 0m 

tea @^mx^;i/^ai^^^v^T^5mLc>>?^^;vx;v*^^H^^L/, 
^A^#mx^;Vttffllii^^#fco 

^M6^^oTiiMbfeTi/^/t^7K^m®^^^T^^/mx^/-;i/ 

-r&;b-£> it>^tbT, #^x;i/fc^n^n^M^o. 4%, 0. 2%, 
0. 1 %(3DT'>^n^7Ktfim®7>7jc^, &3^te&^x;M£^n^n3«^o 

. 0 6 6%, 0. 0 2 2%<D7^$n^JL& S-fyfo&mftV^fr^)^*^ 
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tnU ^(D^:^* 2 g ifo \z 4 0 mL (D^tK, / -^Xte^Mx^ 

D-^u-xA*#i/-^-T^ffibfe. mmmz, ^mmm^^xui omL 
mx^ffltB®^^#7^o 

^^^nu^mx^i/jfimia^o^iiiM^o^bMS^ffl (-r >xu 

ttmpi^7K^> ^x;Mc^n^n^so. 2%, 0. 066%, 0. 02 
@^mx^;i/ttaiia^> ? ^^;vx;i/^^v' H^^snu/cE^s^b^o 

iMIi:lT4/i 1 ®5mg/mM >X'J > ^/VT 3i±§D zKi&»s 
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•fen UKIWBfex^ififfiM^UnK^fc^v^T h U ^U-feU H4^I^OiW 
•fen U^mx^;i/|fimpl^^^Il^ffi5^J3a^©^^^^^^^^- - 
J&M (fig/mL) S^To 

o •fenuSfflmni5>^J; ; 5^^-x^D^{S3if^ffl 

D->^ilT#^x;H:^n«0. 2%, 0. 0 6 6% 

©irnu^x^/- m® ^ s> * ^jvx M * ~> b* %> v> &-fe a y 

[i, 2- 3 H (N) ] -^;V3-^a*«l^bfc. 

c #is©ta u itx^ y -;i4t&mB#*i<fctf -fe d U 

2_^^> [i, 2- 3 H (N) ] -?)VU-7.-&Q&fr<Dfem&M><ont£o 

-rut>t>. iro U ^x^ / -;wttffl®^43<tt;-b: a U lg@mx^;WfiffiIltfH::^ 
XBtt)ji*{EJifiltt^i8«)&tifc. £ft&#6 0fc^*t. l&6EIte, MM 

«Sfffttc2-x^-> [i, 2- 3 h (n) ] ( 
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dpm) &7&~$'° 

/t-fe U <Df&&mJfc 2 g-foK:4 OmL^^Tk, X# 7 -;KSU»Mx^;V£ 
MtT^i3 0mLfcl<££ttffi^£2Ei£UMbfco TRJfitBte 6 0 <C 

*rfcfc>^ u->^ii/t, =s-^x;nc:^n^n^a^o. 4%, 0. 2%, 

lT4/il0 5mg/mL'f>X'J> (^*7/t^ft8) *»Scifcin©K#£ 
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mmm 1 1 \z^xmnvrz/^± u x^y-ji/itiiPi^i^-fe u «x^ 
owmtvx, mmm5mm<D^m\zmcxmmmmmmx<D^>^)vmmm<o 
-r&frts, ^->^)vtvx^^)Viz^rn^nmmmo. 2%, 0. 066% 

3^>- [1, 2- 3 H (N) ] -^V3-Xi$i^lfc. 

^^-> [1, 2- 3 H (N) ] -^;i/3-XBtD5i»©flS3i^6»tlfc. 

A-fe u x^ y -)immtt&£W^± U Mx^WSffi®^ 
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